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, DERMIK LABORATORIES, INC.

Dedicated 10 Dermatology™

500 ARCOLA ROAD

P.0. BOX 200 )
COLLEGEVILLE, PA 19426-0107 B -
TEL. 610-454-8000 :

Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental
and Drug Products

Center for Drug Evaluation and Research

Office of Drug,Evaluatvon \
- Food and- Dmg Administration
9201 Corporate Boulevard
Building No. 2, Second Floor, Room N115
Rockville, MD 20850

Dear Mr. Wilkin: -

Reference is made to a June 30, 2000 phone conversation Dermik’s Kimberley Forbes-

A RHONE-POULENC RORER COMPANY =z

July 7, 2000

NDA ORIG AMENDMENT

-

756

» - RM

NDA No. 50

BenzaClin™ Topical Gel
(1% clindamycin / 5% benzoy! peroxide)

Amendment to a Pending Application
Response to FDA Request for Information

McKean had with DDDDP Project Manager Kevin Darryl White during which Mr. White
requested the submission of a Safety Update Report to our NDA for BenzaClin™ (1%
clindamycin / 5% benzoyl peroxide) Topical Gel, ten (10) Desk Copies of the CMC
Amendment submitted June 29, 2000, and an electronic copy of the BenzaCIm“"

Package Insert.

A Safety Update Report for NDA# 50-756, submitted October 26, 1998, covered the

“period from April 10, 1998, the date of the original submission, to October 20, 1998. -
Since the time of the update, three Phase | comparative studies were conducted with '
the DL-6021 (BenzaClin) formulation; a 14-day p. acnes reduction study, and two, 10-

" day repeat-insult patch test.studies. All of the studies were completéd, and the -
information on these three studies was submitted in the annual reportfor INDf .——

on February 9, 2000.
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- SECTION (a) Study Information -

" Topical Gel (clindamycin 1% and benzoyl pefoxide 5%
- — gel) has — topical formulations that are covered under IND #
The DL-6021 formula requires refrigeration after compounding by the

pharmacist;

During the previous réporting period (December ‘i4, 1997 to

’De'c_e;_nb‘er‘ 13, 1998), clinical studies were only performeg' with. the
——‘:— formulation; however,. during the current reporting period no -
additional clinical studies have been performed with the —

.

formulation.

‘Three clinical studies were performed with the DL-6027 formulation
during the current reporting period, and these studies are listed in the

following table with a subsequent-short synopsis of each study.
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1

Table of Topical Gel Clinical Studies Conducted During the Reporting Period
Investigators ' Completion{ Weeks of
| : tatus Drug
o W Treatment | ) '
Study Title ' | Name'i ' Location (Starting | (Frequency) Tesiimaterial MWF Total |Results !
Number A . Date) NI (%) | Patients ‘
: ‘ ' : enrolled
DL-6021-  JAn Open-label, Single-cenler, |James Leyden, MD . r——————— Compieled 2 weeks DL-6021 - 49/31 80  |No deaths or serious adverse evenls
9902 Comparative Study of — (April 1999) (8i0) Cleocin T® Gel | 61%/39% reported. One subject was discontinued]
DL-6021 vs. Cleacin® in the ! | Cleocin T® Lolion due lo an ear infection thal required the
Reduction of p. acnes. | Cleocin T® Solution use of a disallowed medicalion.
OL-6021-  |An Evalualor-blinded, Open-  |Kays Kaidbey, MD ————— Completed | = 10 day DL-6021 10717 27 INo deaths or serious adverse events
9903 label Comparison-of the | — {May 1959) |repeatedinsull | - Triaz® 6% Gel 37%/6?% § teporied. No adverse reactions were
Primary ritation Potential of ’ ‘ | patch test Saline (neg. control) 4 reported by any of the subjecls.
DL-6021 and Triaz® 6% Gel- \ \ SLS .25% (pos. control) L
using a 10-Day Primary ; ‘ ‘ i
) Irrilation Assay. :
DL-6021-  |An Evalualor-blinded, Open-  [Kays Kaicbay, MO ——— Completed 10 day OL-6021 - 19/8 27 |No dealhs or serious adverse evenls
9904 label Comparison of Ihe . R (May 1999) | repealed insult Triaz® 6% Gel ~ | 70%/30% reporled. No adverse reaclions were
Primaty frritation Potential of palch test Saline (neg. control) ' reported by any of the subjects.
DL-6021 and Triaz® 6% Gel SLS .25% {pos. conlrol) |
using a 10-Day Primary \
Irritation Assay. I
) i
t ! . "b‘!' ‘ "4 ;
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o Study DL-6021-9302; “An Open-Label, Single-Center, Comparative
- Study of DL-6021 vs. Cleocin® i.. the reduction of P: Acnes.”
Study Number DL-6021-9902 was an open-label, single-center,
__comparative study involving 80 healthy volunteers'r’ar'@ﬁg from age 1.8 to
- 50 years. The objective of the trial was to evaluate the onset of action
and—;ﬁectiveness of four topical produéts; DL-6021 (1% cliqdamycin and
. 5% benzoyl peroxide},' Cleocin T® Topica! Gel, Cleocin T® “Hlopical Lotion,
and €leocin T® Topicat Solution. R

ey

Subjects enrolled in the study had baseline p. acnes counts greater

than 10,000 colonies/cm’ on the forehead, and were féssigned to a twice

- daily regimen of test product for a_two-week treatment regimen.

Quantitaf}:/e bacteriologic cultures were obtained from ,{he test site
(forehead) at baseline (Day -2 to Day 0), Day 7 (£1 day), and end of

treatment (Day 14+1 day) according to a standardized procedure for
obiaining p. acnes samples.

Only one adverse event was reported during the study. Subject
#78 developed an ear infection for which an antibiotic was prescribed; ,
therefore, the subject was discontinued prematurely since the use of CoC

antibiotics were not permitted during the study.

e

In this two week comparative study, DL-6021 produced a >3 log -
reduction in the number of p. acnes organisms over the face, and was

significantly more effective than the other three testv/products. i

o e EEp
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Study DL-6021 -990:‘;; “An Evaluator-blinded, Open-label Comparison of
the Primary Iiritation Potential of DL-6021 and Triaz® 6% Gel
Using a 10-day Primary Irritation Assay.” _
Study Number DL-6021-9903 was an evalﬁator—blfnded, open- |
‘label, single-center, study involving twenty-seven (27) healthy volunteers
ranging from age 18 to 51 years. The objective of the’ study was to
compare the irritancy potential between, DL-6021 a}mdﬁaz 6% gel. A
_ repeated insult patch test design was employed, where each:subject had
approximately 0.1 mL of t‘e%st_material applied to the skin on their upper
bgck.%Eéch site was thenfgovéred with non-woven cotton cloth and semi-
occlu%’ve tape to ensure intimate cdntéct with the skin.  This procedure
was repeaied for a total of 10 consecutive days. lnitgﬁon reactions were

- graded by a treatment-blinded evaluator.

No adverse reactions were reported by any of the subjects during

the trial. All twenty-seven subjects competed the trial as per protocol.

No statistically signiﬂbani difference was observed for the
- cumulative irritation scores of either test material (DL-6021 vs. Triaz 6%).
The majority of the subjects (23 of 27) had irritation reactions graded as
either “0” (=no erythema or normal skin) or “1” (=minimally visible
eryiherﬁa). o | ‘ '
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Study DL-6021-9904; “An Evaluator-blinded, Open-label Comparison of
“the Primary liritation Potential of DL-6021 and Triaz® 6% Gel
Using a 10-day Primary liritation Assay.”
Study Number DL-6021-9904 utilized the same deS|gn as the
DL-6C21-9903 study (an evaluator—blmdeg,__gpen-label snngle-center

- study). Twenty-seven (27) healthy volunteers rangipgj&w age 18 to 54

years participated in the trial. The objegtive of the study was to compare
the irritancy potential between DL-6021 and Triaz 6% gel. > A repeated

insult patch test desngn was employed as described above. This

‘ -procedure was repeated for a total of 10 consecutive days. Irritation

reactlons were graded by a treatment-blinded evaluator

~ No adverse reactions were reported by any of—‘the subjects during
the trial. All patients competed the trial except for two who were lost to
follow up.

No statistically significant difference was observed for the
cumulative irritation scores of either test material (DL-6021 vs. Triaz 6%).
The majority of the subjects had irritation reactions gréde‘d‘ as either “0”
(=no erythema or normal~ skin) or “1” (=minimally visible erythema).
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DERMIK LABORATORIES, INC.

Dedicated to Dermatology™

A RHONE-POULENC RORER COMPANY

500 ARCOLA ROAD
P.O. BOX 1200

COLLEGEVILLE, PA 19426-0107 O R\ H\ A‘
TEL. 610-454-8000 -

October 26, 1998

BINA ADn b esT R ..‘,
Jonathan K. Witkin, M.D., Director-: ¢ '
Division of Dermatologic and Dental \}\

Drug Products (HFD-540)
Center for Drug Evaluation and Research
Office of Drug Evaluation |- )
Attentions Document Control. Room ~
Food and Drug Administration T ;
5600 Fishers Lane z

. -

Rockville, MD 20857 =

NDA 50-756
_ ' — Topical Gel ‘
i+ ——— 1% and benzoyl peroxide 5% gel)

Amendment to a Pending Application
Safety Update Report

Dear Dr. Wilkin:

Included in this submission is a Safety Update Report for Topical Gel.’ This
report updates the Integrated Summary of Safety information included in the original
New Drug Application for - . Topical Gel submitted on April 10, 1998. —

Sincerelv vours. A : —

R B
. Ronald F. Panm’ar ) o

Senior Director
- Worldwide Regulatory Affairs

RFP/jpt/maf .
Enclosures :

- BEST POSSIBLE popv
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+-DEPARTMENT OF HEALTH AND HUMAN SERVICES
i ' PUBLIC HEALTH SERVICE -
FOOD AND DRUG ADMINISTRATION

,'ﬁ‘- e ___r__:- N
REQUEST FOR CONSULTAT'ON o

TO smuuonlomce} }Jék” &;H’. D

FROM:

NDA NO.

50756

‘ 'b‘q‘z IINDNO.

TYPE OF DOCUMENT

ORIGAN A

Kedid n%wums

NAME OF DRUG

[P

PRIORITY CONSIODERATIONICL, FICATION OF
 Todigh GeL |"A3n Awé‘”

HAME OF FIRM

DERM, I LAROLATDOR S

REASON FOR REQUEST wa

. GENERAL

R —

[l PRE-NDA MEETING
[ END OF PHASE 11 MEETING

I New PROTOCOL
0 PROGRESS REPORT

D) RESPONSE TO DEFICIENCY LETTER
D FINAL PRINTED LABELING

D New CORRESPONDENCE

D rREsusMmIsSION

) LABELING REVISION

[J ORIGINAL NEW CORRESPONDENCE

0] FORMULATIVE REVIEW '
HER (Specify below)

O SAFETY/EFFICACY
_. O paPer NDA
00 CONTROL SUPPLEMENT -

0 orRUG ADVERTISING )
3 ADVERSE REACTION REPORT - _. . .

0 MANUFACTURING CHANGE/ADDITION
{1 meeTiNG PLANNED BY _-

ke , - v
- B
- -

1. BIOMETRICS -

STATISTICAL EVALUATION BRANCH

STATISTICAL APPLICATION BRANCH
O TvPE A OR B NDA REVIEW
O END OF PHASE 11 MEETING
0O CONTROLLED STUDIES

3 cHemiSTRY
0O pHARMACOLOGY |
0 sioPHARMACEUTICS

0 proTOCOL REVIEW O orHeR
U oTHER
— 11l. BIOPHARMACEUTICS
1 JLUTION ) DEFICIENCY LETTER RESPONSE

VAILABILITY STUDIES
HASE IV STUDIES

0 PROTOCOL~ BIOPHARMACEUTICS
O IN-VIVO WAIVER REQUEST

TV. DRUG EXPERIENCE

O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL

[J oRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
O casE REPORTS OF SPECIFIC REACTIONS(List below)

0 cOMPARATIVE RISK ASSESSEMENT ON GENERIC DRUG GROUP

__ [0 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
00 SUMMARY OF ADVERSE EXPERIENCE
O roiSON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS *

O cLiNicAL

O pRecLINICAL
SOMMENTS/SPECIAL INSTRUCTIONS{A trach ¢dditi0n¢l sheets if necessary) -

Prowg Rafnsu) wvner péspcu‘@ ('}(MQ/ Mtoﬂ—@BlOLOjuj
(‘LechM g ,

O maiv

> s/

usr_m‘rune OF RECEIVER SIGNATURE OF DELIVERER

‘ORM FDA 3291 (7/83)




Rockville, MD 20852

A RHONE-POUILENC RORER COMPANY

' DERM!K LABORATORIES INC.

ﬂ‘dlm!td to Dermatology®

500 ARCOLA ROAD

P.0. BOX 1200 . -
COLILEGEVILLE, PA 19426-()")7

TEL. 610-454-8000

- ) April 09, 1988

Jonathan K. Wilkin, M.D., Director
Division of Dermatelagicand- -
Dental Drug Produr:ts

" Attention: Document Control Room
Food and Drug Administration

Park Building, Room 214 ' , =
12420 Parkiawn Drive

New Drug Application No. 50-756
Topical Gel
{clindamycin 1% and

benzoyl! peroxide 5% gel)

) ORIGINAL NEW DRUG
- . ,, ~-  APPLICATION

Dear Dr. Wikkin:

ln accordance with 21 CFR 314.50 of the Federal Food, Drug and Cosmetic Act,

Dermik Laboratories, Inc. is submitting an original New Drug -Application for —————

Topical Gel (clindamycin 1% and benzoyl peroxide 5% gel) which demonstrates the
efficacy and safety of the product in the .topical treatment of patuents with acne
vulgaris. .

This appllcatlon contams the following sections: 1) Index, 2) Draft Labeling, 3)

Application Summary, 4A) Chemistry, Manufacturing and Controls, 4B) Sample.

Information, 4C) Methods Validation Package, 5) Nonclinical Pharmacology and
Toxicology, 6) Human Pharmacokinetics and Bioavailability, 7) Mi;’[obiology, 8)
Clinical data, 10) Statistical, 11) Case Report Tabulations, 12) Case Report Forms,
13) Patent Information, 14) Patent Certification, 16) Debarment Certification, 17) Field
Copy Certification, and 18) User Fee Cover Sheet.

- Case report form tabulations for the individual medical reports are included in the

appendice$ of each report which are located in the Clinical Data and Statistical
sections of this application.

| BEST PUSS1bLE

iy
15k
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Jonathan K. Wilkin, M.D.
Page 2 of 2.
April 09, 1888

In accordance with the Prescription Drug User Fee Act of 1892, a check No.
~——— in the amount of $255,845.00 was sent to the Food and Drug
Administration, Pittsburgh, Pennsyivania on March 31, 1998. This application was
assigned the User Fee Identification Number 3442.

As required by Section 308(k)(1) of the Generic Drug Enforcement Act {21 U.S.C.

335a (k)(1)), we hereby certify that, in connection with this apphcaﬂon Dermik -

“Labaratories, Fnc. did not and will not use in any capacity the services of any
person debarred under subsections 3-6(a) or (b) of the act. _ -
Dermik Laboratories, Inc. considers the information in this ‘application to be
confidential and proprietary and we request that no portions thereof be disclosed to
third parties, under FO! or otherwise, without first obtaining written consent from
Dermik Laboratories, Inc. _
If you have any questions or require any additional information during review of this
- application, please contact me at (610) 454-3026.

-~ T Sincerely,"

QNLL‘F b

Ronald F. Panner .
, _ Senior Director
_ , Worldwude Regulatory Affanrs

RFP/IPT/arz —
Enclosures - ‘ .

= - BEST POSSIBLE COPY
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\ DERMIK LABORATORIES, INC. — NC

) A RHONE-POULENC RORER COMPANY
Dedicated 1o Dermatology™

-500 ARCOLA ROAD
P.0. BOX 1200

COLLEGEVILLE, PA 19426-0107 April 24, 1998

TEL.

" Building N8: 2, Second Floor, Room N115

610-454-8000

Jonathan K. Wilkin, M.D., Director e e
Division of Dermatologic and Dental

Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration
9201 Corporate Boulevard :

Rockville, MD 20850

NDA No. 50-756 :
-Topical Gel
(clindamycin 1% and
benzoy! peroxide 5% gel)

"RESPONSE TO FDA REQUEST
FOR INFORMATION

Dear Dr. Wilkin: ] ) - -

Reference is made to an April 22," 1998 telephone call from Project Manager Mr. Kevin

Darryl White to Dermik’s Mr. James Thompson during which Mr. White requested

additional copies of the Application Summary that was included in the original NDA for
Topical Gel submitted on April 9, 1998. - .

" In response to Mr. White’s réquest, 14 duplicaie copies of Voiumé 1A of the Original
———-Topical Gel NDA have been sent to him at the Corporate Boulevard address.
The Application Summary is’included-in Volume 1. .
If you have any questions concerning this submission, please contact me at (610) 454-
3026. - - o

) S'ncereiy yours B )
APPEARS THIS WAY- "M‘ ,0 T
ON ORIGINAL Rénald F. Pannu;r% R

Senior Director
Worldwide Regulatory Affairs

1"

]

RFP/jpt/maf - o )
Enclosures ' , =

- BEST POSSIBLE Copy
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DERMIK LABORATORIES, INC

-—— A RHONE-POULENC RORER COMPANY
Dedicated to Dermatology™ s
500 ARCOLAROAD : . ' OR ‘ G‘ NAL
P.0. BOX 1200 - :
COLLEGEVILLE, PA 19426-0107 - April 30’ 1998

TEL. 610-454-8000

Jonathan K. Wilkin, M.D., Director—

Division of Dermatologic and Dental
Drug Products (HFD-540)

Center for drug Evaluation and Research

Office of Drug Evaluation V o

Attentiorc Document Control Room

Food and Drug Administration

5600 Fishers Lane i
"Rockville, MD 20857 S
NDA 50-756 _
- Topical Gel
APPEARS THIS WAY (clindamycin 1% and
ON ORIGINAL ( benzoyl peroxide 5% gel)
RESPONSE TO FDA REQUEST
a FOR INFORMATION._ o
Dear Dr. Wilkin: B

Reference is made to my April 28, 1998 telephone conversation with Project
Manager, Mr. Kevin Darryl White, concerning our original NDA for ~———__
Topical Gel. During this telephone conversation Mr. White requested the
submission of an additional copy of ltem 7 Mlcroblology {WYolume 17 of the
apphcatlon)

lncluded‘ n this submission is the requested information.

If you have any questions, or require any addltonal mformatxon please contact -
~ me at (610) 454-3026.

Sincerely yours =

- gald F. Panner

Senior Director

;ﬁ ST POSS' BLE CO PY WOfldwide Regulatorfofeirs : |
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500 ARCOLA ROAD

P.0. BOX 1200 S ORIGINAL
COLLEGEVILLE, PA 19426-0107

TEL. 610-454-8000

i

 DERMIK LABORATORIES, INC.

Dedicated to Dermatology™ -

A RHONE-POULENC RORER chPANy
- %C/
- OJ —

June 4, 1998 o .5'

- /’
Jonathan K. Wilkin, M.D., Director T /
Division of Dermatologic and __ T
Dental Drug Products
Attention: Document Control Room
Rood and Drug Administration
Park Building, Room 214
12420 ParklawnDrive B
Rockville, MD 20852 _ -

New Drug Application No. 50-756
I - - Topical Gel
(clindamycin 1% and

APPEARS THIS waY benzoyl peroxide 5% gel)
ON ORIGINAL
, - RESPONSE TO FDA REQUEST
FOR INFORMATION
4 Chemistry, Manufacturing and Controls
_Dear Dr. Wilkin:

Reference is made to the telephone conversation Project Manager Kevin Darryl White had with
Dermik’'s Gary Feiss on June 4, 1998. Mr. White requested that a copy of the faxed document
that had been sent to him by Mr. Feiss earlier in the day be sub[mtted to the NDA.

— Included in thns submassnon isa copy of the requested mformatlon

If you have any questlons please contact me at 610-454- 3026

Sincerely,

BEST POSSIBLE copy i

Senior Director
Worldwide Regulatory Affairs

RFPIPT/sIE | S -
Enclosures :
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_ COLLEGEVILLE, PA 19426-0107 rloﬂ?

Office of Drug Evaluation V

. DERMIK LABORATORIES, INC.

Dedicated to Dermatology™
; ORIG AMENDMENT

o @ ORIGINAL

A RHONE-POULENC R WPANY

500 ARCOLA ROAD
P.0. BOX 1200

TEL. 610-454-8000 June 18, 1998

Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental

Drug Products (HFD-540)
Center for Drug Evaluation and Research

Food and Drug Administration '

- 9201 Corpgrate Boulevard . \f»’;,: o
Building Ne- 2, Second Floor, Room N115 EEAS
Rockville, MD 20850 -

NDA #50-756 o
' Topical Gel A
(clindamycin 1% and benzoyl peroxide 5% gel)

Response to FDA Request for Information
- Clinical and Statistical Information

Dear Dr. Wilkin,

/
Reference is made to the June 9, 1998 teleconference between representatives of the
Food and Drug Administration and Dermik Laboratories, Inc. during which FDA Project
Manager Kevin Darryl White requested the submission of electronic copies of the SAS

data sets for the Phase Il studies included in the original NDA for ———— Topical
Gel. .

“Included in this submission are electronic coples of the SAS data-sets, along with

supporting documentation and fi les as requested. A paper copy of this mformatnon is
also'included.

Also mcluded in th;s submission are electronic copies of the pivotal study reports
included in the original application.

No computer viruses were detected in any of the dlSkS ‘being submltted using the —
—— Professional Anti-Virus Program.(version 2.27A). _ TR

An introduction to this submission follows the Form FDA 356h.

BEST POS

BRSATERY
Tt




Jonathan K. Wilkin, M.D. )
June 19, 1998
‘Page2 -

If you have any questnons regardlng this submission, _please contact me at (610) 454~
3026. -

Smcerely,
_ ~ RonaldF. Panner 3 / ? 0
P Senior Director
-7 } . Worldwide Regulatory Affairs
RFPJipt/maf ) -
Enclosures TL L
APPEARS THIS Way
ON ORIGINAL -
ol =
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DERMIK LABORATORIES, INC.

Dedicated to Dermatology™

A RHONE-POULENC RORER COMPANY —~m————r.

500 ARCOLA ROAD -
P.O. BOX 1200 -

COLLEGEVILLE, PA 19426-0107 July 13, 1998

TEL. 610-454-8000 - -

Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental .
Drug Products (HFD-540) . B
= Center for Drug Evaluation and Research
Office of Drug Evaluation V
- Attention: Document Control Room
Food and Drug Administration
~ 5600 Fishers Lane ) - :
e Rockville, ND- 20857 , - T -
: T > NDA 50-756 .
——~ Topical Gel -
(clindamycin 1% arrd benzoyl perox1de
5% gel)

RESPONSE TO FDA REQUEST
FOR INFORMATION

Dear Dr. Wikkin:

Reference is made to the telephone call we received from Mr. Kevin_Darryl White
earlier this month during which Mr. White requested the submission of a replacement
computer disk containing SAS_data sets for the DL-6021-9103 Topical Gel
study. We were told that the disk that had prewously been submitted was damaged
and not functioning properly. . ’

. Enclosed with this letter is a computer disk containing the requested information. As

the reviewing biostatistician had requested, this disk contams SAS data sets-and
Format Tables

Also included in this submission as an attachmentis a “Data chtsonary' whichisa
paper copy of the information included on the disk.

If you have any questxons concemlng thls submnssnon please contact me at (610) 454-
3027. —

D,

Sincerely,

C’ RA LS ,(,WL e
- Jgnes P. Thompson T\‘
Manager
Worldwide Regulatory Affairs o

¢ ‘ : Y A -

i , Desk Copy: Mr. Kevin Darryl White, Project Manager
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DERMIK LABORATORIES INC

A RHONE-POULENC RORER COMPANY

Dedicated to Dermatology™ NDA
i - A ORIG AMEND
500 ARCOLA ROAD 7 . aﬂ MENT
COLT DA L PA 18426.0107 ' ' ' , ~
 TEL. 610-454-8000 QOctober 1, 1998 T .

Jonathan K. Wilkin, M.D., Director
‘Division of Dermatologic and Dental
Drug Products '

Center for Drug Evaluation and Research
-Office of Drug Evaluation V

Food and Drug Administration

9201 Comotate Boulevard -
Building No% 2, Second Floor, Room N1 15
Rockville, MD 20850 -

o NDA 50-756 =
~—=— . ™ Topical Gel
(clindamycin 1% and benzoyl peroxide 5% gel)

Amendment to a Pending Application o
Updated Stability Report

Dear Dr. Wilkin:

Reference is made to a September 23, 1998 telephone conversation FDA Project
Manager, Kevin Darryl White, M.B.A., had with Dermik's Gary Feiss conceming the.
-3 Topical Gel NDA. During this conversation, Mr. White told Mr. Feiss that

additional stability data for-———— Toplcal Gel should be submltted as soon as |t IS
available. -

_. As requested, included in this submission is a six-month stability.:éport for - e —_
~ — _Topical Gel that updates the three-month stabtllty report that was included in the :
ongmal apphcatlon - v T
If you have any questuons conceming this repart, or require any additional mformatlon
please contact me at (610) 454-3026.

Sincerely yours,
L %&% & ‘ :’ /
Ronald F. Panner NE
— - Senior Director. - o
Worldwide Regulatory Affairs
RFP/jptymaf
Enclosures

BEST POSSIBLE COPY
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, DERMIK LABORATORIES, INC.

Dedicated to Dermatology™

A RHONE-POULENC RORER COMPANY

500 ARCOLA ROAD - . NDA oRig AMENDMENT

P.0. BOX 1200 , - October 2, 1998
COLLEGEVILLE, PA 19426-0107 , -
TEL. 610-454-8000 . z——,

Jonathan K:-Wilkin, M.D., Director
Division of Dermatologic and Dental

Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug-Administration
9201 Comporate: Boulevard - ‘
Building N6;2, Second Floor, Room N115 .
Rockville, MbD 20850

- NDA50-756 -
Topical Gel
(chndamycm 1% and benzoyl peroxnde 5% gel)

Amendment to a Pending Application
- CMC Information

Dear Dr. Wilkin:

Reference is made to a FDA/Demnik teleconference that took place September 23, -
1998 and to a subsequent September 24, 1998 telephone conversation Project
Manager Kevin Darryl White, M.B.A. had with Demmik’s Gary Feiss. During these -
telephone contacts it was agreed that Demmik would provide the Division of

- -Dermatologic.and Dental Drug Products with the - response to Form
FDA 483 observations resulting from a July 20-24, 1998 mspectlon by the FDA District
Office of their ~— ——— manufacturing facilities. This agreement was
contingent upon agreement to make their responses-available to Dermik for
submission.-1t was also agreed that those pages in the———response specific to _

——— would be most appropriate to submit, with any extraneous information

about othet= products expunged.

We have obtained —— permission to provide DDDDP with their Form FDA 483
- responses to their local FDA District Office in Los Angeles. Therefore, we are including
in this submission the agreed upon information.

Also included in this submission is a background and overview summa:y. and a
~descripotion of the attachments.

BEST POSSIBLE Cop




Prss

Jonathan K. Wilkin, M.D. |
October 2, 1998
Page 2

if you have any questions conceming this submission, or if you require any additional
information, please contact me at (610) 454-3026.

@mcerely yours ? T L

e Ronald F. Panner

T Senior Director
.- Worldwide Regulatory Affairs
RFP/jpt/maf ' s T
Enclosures - .

Desk Copy: Kevin Darryl White, M.B.A., Project Manager

e
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R

| 500 ARCOLA ROAD O R\ G “N A L

DERMIK LABORATORIES, INC.

Dedicated to Dermatology™

- A RHONE-POULENC RORER COMPANY.

P.O. BOX 1200 -

COLLEGEVILLE, PA 19426-0107 '
TEL 610-454-8000 October 23, 1998

Jonathan K. Wilkin, M.D., Director
Division of Dermatologlcal and FIDA ORi% /,\; 'IL'" ‘f a1} SR
Dental Drug Products (HFD-540) :
Center for Drug Evaluation and Research /5(:/
Office of Drug Evaluation V : |
Attention: Document Control Room
Food and Drug Administration » . A
"5600 Fishegs Lane - ’ : * -
Rockville, MD-20857 ' -

NDA 50-756 - | ‘
— "t Topical Gel
(clmdamycm 1% and benzoyl peroxide 5% gel)

Amendment to a Pending Application
Response to FDA Request for Information

Dear Dr. Wilkin:

~ Reference is made to your August 25, 1998 letter to Dermik Laboratoﬁés, Inc.
requesting clinical and chemistry, manufacturing and controls information relating to our

New Drug Application for ——  (clindamycin 1% and benzoyi peroxide 5% gel)
Topical Gel. .

The clinical information requested in your letter was sent to Project Manager Mr. Kevin
Darry! White via e-mail on September 4, 1998. This information is being formally
mcluded in the Topical Gel NDA in this submnssuon

Also’ mcluded in this submnssnon is Demik’s response cencemmg  the CMC mformatlon
requestemn your letter.

If you-have any questions or requnre any additional information, please contact me at
(610) 4543026

Sincerely yours, =

- Qe Mempenf g,

R Senior Director
Worldwide Regulatory Affairs

RFP/jptmaf | e ' : .
Desk Copy: Mr. Kevin Darryl White, Project Manager

BEST ?QSS% C@ﬁé’ ~




A RHONE-POULENC RORER COMPANY.

' DERMIK LABORATORIES, INC.

Dedicated to Dermatology™

500 ARCOLA ROAD
_P.O. BOX 1200

COLLEGEVILLE, PA 19426-0107 ‘\ AL -
" TEL. 610-454-8000 O R \ G \ ‘ T gm——
October 26, 1998 y i

AR T

Jonathan K. Wilkin, M.D., Directbr it 1%

Division of Dermatologic and Dental - \)\
- Drug Products (HFD-540)

Center for. Brug Evaluationand Research

_ Office of Daiig Evaluation | , N VP

Attention: Document Control Room ' - -

Food and Drug Administration -

5600 Fishers Lane - T

Rockville, MD 20857 T

NDA 50-756
-— Topical Gel

{ 1% and benzoyl peroxide 5% gel)

- Amendment to a Pending Application
-Safety Update Report

-Dear Dr. Wilkin:

Included in this submission is a Safety }U;Eate— Report for Topical Gei. '(This
report updates the Integrated Summary of Safety information included in the original
New Drug Application for . Topical Gel submitted on April 10, 1998.

-

Sincerely yours o

(Y P

7 Ronald F. Panner
Senior Director

- ' Worldwide Regulatory Affairs
RFP/jpt/matf H : — .
Enciosures . e
APPEARS THIS
W,
ON ORIGINAL AY

o PREST POSS!BLE eoov



——

DERMIK LABORATORIES, INC. N

A RHONE-POULENC RORER COMPANY
Dedicated to Dermatology™

500 ARCOLA ROAD ORIG‘NAL

R
P.0. BOX 1200 ) o
COLLEGEVILLE, PA 19426—0107 %7/

610-454-
TEL. 610-45 3090 October 27, 1998

Jonathan K. Wilkin, M.D., Director o
Division of Dermatologic and Dental

Drug Products (HFD-540)
Center for Drug Evaluation and Research
Office of Drug Evaluation V :
Attention; Bocument Control Room —
Food and-Brug Administration )
5600 Fishérs Lane -
Rockville, MD 20857 oz

NDA 50-756

Topical Gel
i m——— 1% and benzoyl peroxide
5% gel)

— Amendment to a Pending Application
— - Reply to FDA Request for information

_ Dear Dr. Wilkin: .

Reference is made to an October 15, 1998 clinical/statistical Information Request from
Project Manager Kevin Darryl White, M.B.A. conceming our pending NDA for—————
(clindamycin 1% and benzoyl peroxide 5% gel) Topical Gel.

Included in this submission is the requested information. .

— — e —

If you have any questions or require any additional mformatlon please contact me at

’ (610) 454- 3026 _ ) 7 T
) incerely yours,
onald F. Panner 7 ) R
Senior Director CTE -
Worldwide Regulatory Affairs =
RFP/jpt/maf _ _
Enclosures -

» 5 7357 APPEARS TH
i % ’S
* ON ORIGINALW AY




- ORIGINAL
DERMIK LABORATORIES, INC.

Dedicated to Dermatology™

A RHONE-POULENC RORER COMPANY

\,

500 ARCOLA ROAD - .
P.O.BOX 1200 -

COLLEGEVILLE, PA 19426-0107 mber 2. 1
TEL. 610-454-8000 December 2, 1998

Jonathan K. Wilkin, M.D., Director :
Division of Dermatologic and Dental R
- Drug Products (HFD-540) '
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Attention: Document Control Room
Food and Drug Administration
~5600 Fishers Lane - - . . - - -
Rockville, MD_20857 , .
NDA 50-756 -
Topical Gel
(clindamycin 1% and benzoyl peroxide
L 5% gel)

Amendment to a Pending Application

Response to FDA Request for
N ‘ - - Information

~ " Dear Dr. Wilkin: L - -

Reference is made to an October 30, 1998 telelphone call from FDA Project Manager
Kevin Darryl White, M.B.A to Dermik Project Manager Gary Feiss during which the
submission of the physician’s global improvement frequency distribution for the DL-
6021-9623 study was requested.

Included in this submission is the requested'information -

-~ lfyou have any questlons conceming this submission, please contact me at (610) 454-
3026.

Sincerely yours

- O,‘ AYNLD \x 4 ﬂbtwl DIV /
- Ronald F. Panner TE r )"
- Senior Director

N—

- Worldwide Regulatory Affalrs ‘
RFP/jpt/maf —
- Enclosures .
| E " APPEARS T
: W
! ) n - ON ORIGINAL A
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 TEL. 610-454-8000
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-
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A RHONE-POULENC RORER COMPANY e Cllc

DERMIK LABORATORIES, INC..

Dedicated to Dermatology™

500 ARCOLA ROAD ' .
_P.0.BOX 1200
COLLEGEVILLE, PA 19426-0107 December 9, 1998

Jonathan K. Wilkin, M.D., Director —
Division of Dermatologic and Dental
Drug Products (HFD-540)
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration
9201 Corpqrate Boulevard
"Building N@: 2, Second Floor, Room N1 15
Rockville, MD 20850

NDA 50-756 -
—--—=— Topical Gel

———— 1% and benzoyl peroxide
5% gel)

Amendment to a Pending Application
Response to FDA Request for Information

Dear Dr. Wilkin: o ' _ : —
Reference is made to a September 25, 1998 criemistry, manufacturing and controls

request for information letter from Division of New Drug Chemistry 1l Team Leader

Wilson H. DeCamp, Ph.D. concerning our pending NDA for = { ———

1% and-benzoyl peraxide 5% gel)Topical Gel.

'Included in this submission are Demmik’s responses to Dr. DeCamp s requests.
If you have any questions or requ:re any additional mforrnal{ondplease contact me at
(610) 454 3026 :

. | , Sj cerely yours, ?

R nald F. Panner
Senior Director T —
Worldwide Regulatory Affalrs

Desk Copies: Wilson H. DeCamp, Ph.D., Chemistry Team Leader
Kevin Darryl White, M.B.A., Project Manager




. ORIGINAL

DERM'K LABORATOR'ES INC g Ak .!‘._‘faf‘ : ’;‘ /‘S%/
A RHONE-POULENC RORER COMPANY

Dedicated to Dermatology™

N

500 ARCOLA ROAD -
P.0. BOX 1200

COLLEGEVILLE, PA 19426-0107

TEL. 610-454-8000

January 8, 1999

Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental

Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V- — o
Food and Brug Administration ’ ‘L , o .
9201 Corpotate Boulevard )
Building No. 2, Second Floor, Room N115 -
Rockville, MD 20850 ; )

NDA 50-756
——Topical Gel
(clindamycin 1% and benzoly peroxide 5% gel)

‘ — - - Amendment to a Pending Application -
- - Updated Stability Report

~ Dear Dr. Wilkin: | SR
Reference is made to our October 1, 1998 submission of a six-mcnth stability report for —
* Topical Gel (clindamycin 1% and benzoyl peroxide 5% gel) that updated the
three-month stability report that was included in the original application.

Included in this subl‘nission isa _report of 12-month stability data.
If you have any questions conceming this report, or requnre any additional information,
“please contact me at (610) 454-3026. . o ST

SI cerely yours

Panner %/ _ R

Senior Director -
Worldwide Regulatory Affairs — «

RFP/jpt/maf
Enclosures ""

- -~ BEST POSSIBLE



- ORIGINAL

A DERMIK LABORATORIES, INC. .

A RHONE-POULENC RORER COMPANY
Dedicated to Dermatology™

500 ARCOLA ROAD | N X / S/

P.0.BOX 1200
COLLEGEVILLE, PA 19426-0107
TEL. 610-454-8000

Jonathan K. Wilkin, M.D., Director —
Division of Dermatologic and Dental
Drug Products

Center for Drug Evaluation and Research
Office of DIug Evaluation V

~ Food and Drug Administration
9201 Corporate Boulevard '
Building No. 2, Second Floor, Room N115 -
Rockville, MD 20850 ' =

— NDA 50-756
BenzaClin™ Topical Gel
(clindamycin 1% and benzoly peroxide 5% gel)

Amendment to a Pending Application
Revised Draft Labeling

Dear Dr. Wilkin: o

Included in this submission is revised draft labeling for BenzaClin™ Topical Gel
(clindamycin 1% and benzoyl peroxide 5% gel). This labeling updates the draft labeling
included in the original New Drug Application that was submitted by Dermik on April 10,
1998. '

+

Please note that the product name - ————— has been cha“nge“d to BenzaClin™;,

if you have any questions concemmg this proposed labeling, or reqwre any additional
mformanon please contact me at (610) 454-3026. :

ﬁ S erely yours, |

o . Rohald F. Panner e
Senior Director
— Worldwide Regulatory Affairs

RFP/jpt/maf -
Encl_osures' :

Desk Copy: Kevin Darryl White, M.B.A, Project Manager

BEST POSSI&: *

<5




A RHONE-POULENC RORER C OMPANY

, 'DERMIK LABORATORIES, INC. ..

Dedicated to Dermatologv™

500 ARCOLA ROAD

- P.O. BOX 1200
COLLEGEVILLE, PA 19426-0107 February 4, 1999
TEL. 610-454-8000

Jonathan K. Wilkin, M.D., Director.
Division of Dermatologic and Dental «
- Drug Products (HFD-540) »
Center for Drug Evaluation and Research
Office of Drug Evaluation V.
Attention: Bogcument Control Room
Food and DPug Administration
5600 Fishers lane
Rockville, MD 20857 -

- NDA 50-756
— - BenzaClin™ Topical Gel
(clindamycin 1% and benzoyl peroxide
— 5% gel)

Amendment to a Pending Application
‘Reply to FDA Request for Information

Dear Dr. Wilkin: ‘ ' - -

Reference is made to a February 2, 1999 clinical Information Request concerning our
pending NDA for BenzaClin™ (clindamycin 1% and benzoyl peroxide 5% gel) Topical
Gel that was sent to Demmik’s Gary Feiss electronically by Projechanager Kevin Darry
White, M.B.A. -

s

-

Included in this submission is the requested information. =

if you haveany questxons of require any addmonal information, please contact -me at
(610) 454-3026.

- Sincerely you

WAF By

Ronald F. Panner
Senior Director
Worldwide Regulatory Affairs

Desk Copy: Mr. Kevin Darryl White, M.B.A., Project Manager

BEST POSSIBLE COPY
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' DERMIK LABORATORIES, INC.

A RHONE-POULENC RORER COMPANY.
Dedicated to Dermatology™ :

o, PO D00 OAD - February 4, 1999
COLLEGEVILLE, PA 19426-0107
TEL. 610-454-8000
Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental
Drug Products (HFD-540)
Center for Drug Evaluation and Research

Office of Drug Evaluation V S i
Food and Drug Administration : - ORIE AMENDIERT
9201 Corperate Boulevard - 3™ .

Building Ngi 2, Second Floor, Room N115
Rockville, MD 20850

. NDA 50-756 = . = , -
BenzaClin™ Topical Gel

(clindamycin 1% and benzoyl peroxide
5% gel)

- Amendment to a Pending Application
- ) - Reply to FDA Request for Information

Dear Dr. Wilkin: -

Reference is made to a February 2, 1999 telephone call from FDA Project Manager
Kevin Darryl White, M.B.A. who requested for the clinical reviewer an electronic copy of -
the draft BenzaClin™ Topical Gel package insert in Word Perfect format.

Please be informed that an electronic copy of the draft BenzaClin™ package insert was -
sent today to Mr. White electronically in Word Perfect 6.1. A papér copy of the
- package insert that was electronically sent to Mr. Whlte is mcluded in this submission.

“If you have any questions or require any additional information, please contact me at-
(610) 454-3026

Sincerely yours, A ' .

S v/ SN

Ronald F. Panner o o
Senior Director _
Worldwide Regulatory Affairs

A

Desk Copy: Mr. Kevin Darryl White, M.B.A., Project Manager



500 ARCOLA ROAD . -
P.0. BOX 1200 -

COLLEGEVILLE, PA 19426-0107 February 25, 1999
TEL. 610-454-8000

--8201 Corpgarate Boulevard

- ORIGINAL

DERM'K LABORATOR,ES' INC. A RHONE POULENC RORER COMPANY
Dedicated to Dermatology™ ORIB ANEERRT

9 R EPN JJLOQ

&m

Jonathan K. Wilkin, M.D., Director SRS \\ Y
Division of Dermatologic and Dental

Drug Products (HFD-540) - T
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration

Building NB. 2, Second Floor, Room N1 15

.Rockville, MD 20850

NDA 50-756
. BenzaClin™ Topical Gel
(clindamycin 1% and benzoyl peroxide
- 5% gel)

Amendment to a Pending Applicaiton
- Reply to FDA Request for Information

Dear Dr. Wilkin: o S

Reference is made to a February 23, 1999 telephone call from FDA Project Manager
Kevin Darryl White, M.B.A. who requested from Dermik the submission of a table that
combines all adverse events reported in the DL-6021-9103, DL-6021-9301, DL-6021-
9623, and DL-6021 — BenzaClin™ Topical Gel studies. Included in this submission
is the requested table.

-

Er

Please be mformed that an electronic copy of the- requested table was e-mailed to Mr.
White today. A paper copy of the table that was sent to Mr. White electronically is
included in-this submission.

If you have any questions or requnre ‘any additional information, please contact me at
(610) 454-3026.

— Sincerely yours,

“ : | F@nmaier {N\WWM

—  Senior Director
Worldwide Regulatory Affairs

Desk Copy: Mr. Kevin Darryl White, M.B.A., Project Manager -

BEST POSSIBLE Lur e




ORIGINAL

A RHONE-POULENC RORER COMPANY

' DERMIK LABORATORIES, INC.

Dedicated to Dermatology™

500 ARCOLA ROAD N

P:O. BOX 1200 March 3, 1999
- .COLLEGEVILLE, PA 19426- 0107

TEL. 610-454-8000

Jonathan K. Wilkin, M.D., Director AR e

Division of Dermatologic and Dental <tk - o
Drug Products (HFD-540) oM

Center for Drug Evaluation and Research

Office of Drug Evaluation V -

Food and Drug Administration

9201 Corporate Boulevard

Building No::Z, Second Floor, Room N115

Rockville, MS 20850

NDA 50-756 T
BenzaClin™ Topical Gel

(clindamycin 1% and benzoyl peroxide
5% gel)

Amendment to a Pending Application s -
Reply to FDA Request for Information

Dear Dr. Wilkin:
Reference is made to a March 2, 1999 telephone call from FDA Project Manager Kevin
Darryl White, M.B.A. who requested additional clinical information related to adverse’
experiences that occurred during the clinical evaluaiions of BenzaClin™ Topical Gel.
Specifically, Mr. White requested information concerning patients who had
experienced exfoliative dermatitis during clinical trials. -
Reference is also made to a March 3, 1999 telephone call Mr. White made to Project
Management Director Kimbery Forbes-McKean, Ph.D. requesting copies of the nine
case report forms for the patients who experienced exfoliative dermatms in the

~ clindamycin-benzoyl peroxide treatment group. -

~ An etectronic copy of information (line listings) conceming patients identified as having

- experienced exfoliative dermatitis was sent to Mr. White today. The same line listing is

~ attached to this letter. Also attached to this letter, and to a desk copy of this letter that

is being sent to Mr. White, are copies of the case report forms of the ningpatients who

were described as having experienced exfoliative dermatitis in the clindamycin-benzoyl
peroxide treatment group.




“Jonathan K. Wilkin, M.D. :
March 3, 1999 ‘ ‘ ' -
Page 2

-

If you have any questions or require any addmonal mformatlon please contact me. at
(610) 454-3026.

- Sincerely yours,

oo € “““?W [

Senior Dlrector

_ - Worldwide Regulatory Affairs” g -
~Desk Copy: Mr. Kevin Darryl White, M.B.A., Project Manager- ‘ N
APPEARS THIS WAY ‘“
ON ORIGINAL
- s PUSYIBER LU
- SLot TV oy



, DERMIK LABORATORIES, INC

A RHONE-POULENC RORER COMPANY
Dedicated to Dermatology™ .

500 ARCOLA ROAD - .
P.O. BOX 1200 -
COLLEGEVILLE, PA 19426- OIO7

TEL. 610-454-8000 - March 26, 1999

Jonathan K: Wilkin, M.D., Director B R
~Division of Dermatologic and Dental
Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration

- _ 9201 Comporate Boulevard ” | o

Building No:-2, Second Floor, Room N115- .
Rockville, MD 20850 -

» NDA 50-756 '
- - BenzaClin™ Topical Gel

- ' (clindamycin 1% and benzoyl peroxide 5% gel)

Amendment to a Pending Application
- Chemistry, Manufacturing, and Controls

Dear Dr. Wilkin: o
Reference is made to a March 25, 1999 telephone conversation FDA Project Manager
Kevin Darryl White, M.B.A. had with Dermik’'s Worldwide Director of Dermatological
Product Development, Kim Forbes-McKean, Ph.D. during which Dr. Forbes-McKean
indicated that Dermik would be submitting a description of the process equipment for -
the manufacture of at the as well as a process
valldatlon descnptlon for : o

Therefore, as discussed, please find enclosed the following documents*

{. —— ™ USP Manufactunng Equipment at ’he ———— e f
- including completion date for the Installation and Operational Qualification (IO/Q)
2. USP - Process Validation Descnphon

=
o

teoegs sy BEST POSSIBLE
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- Jonathan K. Wilkin, M.D. -
March 26,1999 IR
Page 2 , ' -

If you have any questions concerning this submission or requnre any addmonal
information, please contact me at (610) 454-3026.

— Sincerely yours,

. Gtmq@a\m&w@’/é,o

Ronald F. Panner

Senior Director -
o Worldwide Regulatory Affairs
'HFPf;pt/maf! - | ]
Enclosures’
APPEARS THISWay .

 ONORIGINAL - i




- DEPARTMENT OF HEALTH AND HUMAN SERVICES Fonm Approved: OMB No. 6910-0338

FOOD AND DRUG ADMINISTRATION Expiration Date: April 30, 2000
‘ See OMB Slaxanauv onpage 2, -
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FORFDAUSEONLY = -
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATIONNUMBER = o
(Tie 21, Code of Federal Regulations, 314 & 601) g U F\
APPLICATION INFORMATION ' I
NAME OF APPLICANT - . DATE OF SUBMISSION . | el e
Dermik Laboratories, Inc. ) March 26, 1999 *
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Araa‘odc)
(610) 454-3026 ' 610) 454-5287 \
APPLICANT ADDRESS-(Number, Smel. City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS
and U.S. License mumber if previously izsued): ZIP Code, ",', hone & FAX o ber) IIF”APPUCABLB
500 ArcolaRoad _ B
Collegeville, PA 19426 )

PRODUCT DESCRIPTION ) ,
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) NDA 50-756
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (frade name) IR ANY ) :
(clindamycin and benzoylgeroxide gel) BenzaClin™ Topical Gel -
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any)- : .. __| CODE NAME (if any)

See original NDA DL-6021 -

DOSAGE FORM: STRENGTHS: clindamycin | ROUTEOF ADMINISTRATION

Topical gel 1% and benzoyl peroxide Topical - .

gel 5%

(PROPOSED) INDICATION(S) FOR USE: Topical treatment of acne vulgaris

APPLICATION INFORMATION

APPLICATION TYPE

{check one) X NEW DRUG APPLICATION @1 CFR31450)  [] ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
. [J BIOLOGICS LICENSE APPLICATION (21 CFRpart 601) - -

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE X s505m)(1) [Ososey@ [0 507

IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION."

Name of Drug Holder of Approved Application

TYPE OF SUBMISSION = -

(check one) ORIGINAL APPLICATION X  AMENDMENT TO A PENDING APPLICATION [0 RESUBMISSION ~ -
[] PRESUBMISSION [J ANNUAL REPORT "[J ESTABLISHMENT DESCRIPTION SUPPLEMENT ] SUPACSUPPLEMENT
{] EFFICACYSUPPLEMENT [[] LABELING SUPPLEMENT CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT OTHER

REASON FOR SUBMISSION™ - - '
PROPOSED MARKETING STATUS (chock onc) X PRESCRIPTIONPRODUCT(Rx) [ ] OVER THE COUNTER PRODUCT (OTC)
Nummorvoumsdﬁm - THISAPPLICATIONIS X PAPER ~ [JPAPERANDELECTROMIC  [] ELECTRONIC

ESTABLISHMENT INFORMATION

va:delocmonsdallmMmmmmfGMgmmmm(mmMyuMﬂm) Include npame,
address, contact, telephone numbet, registration number (CFN), DMF oumber, MmﬁammgmnﬂaWdW&&ﬁnﬂdwgefmSubﬂuymg)
|_conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready. —

See Original NDA

Cross References (list related License Application, INDs, NDAs, PMAs, 51 O(k)s, IDEs, BMFs, and DMFs refereneed in the current
npphcation)

o

FORM FDA 356k (7/97) Created by Blectromic Document Services/USDHHS: (301) 443-2454  EP
PAGE1

EQT POSSIBLE ¢ - -

&
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-TEL. 610-454-8000 -

~ Division of Dermatologic and Dental Drug Products

' DERMIK LABORATORIES, INC.

Dedicated to Dermatologv™

A RHONE-POULENC RORER COMPANY

500 ARCOLA ROAD
P.O. BOX 1200 .
COLLEGEVILLE, PA 19426-0107

Jonathan K. Wilkin, M.D., Director

Center for Drug Evaluation and Research

Office of Drug Evaluation V

Food and Drug Administration™ o 0
9201 Corporatg Boulevard - , 1}

- Building No. 2; Second F loor Room N115

Rockville, MD 20850 N

-

BenzaClin Topical Gel
NDA # 50-756

"INFORMATION AMENDMENT: -
Chemistry, Manufacturing and Controls

Dear Dr. Wilkin, N

~ Reference is made to our April 9, 1998 New Drug Application and subsequent amendments

dated December 9, 1998, February 2, 1999, and March 26, 1999 containing, in part, CMC
information for BenzaClin Topical Gel (chndamycm 1% and benzoyl perox1de 5% gel).

~ Included in this submission is the Dermik response to the “Not Approvabl >letter of

April 1, 1999. Although not the subject of the “Not Approvable” letter; Dermik is also

providing additional information: 24 month real time stability data on = — drug product to
support a proposed expiry date of — months ‘documentation: relating to the manufacture of
== by the —

—— and rev1sed proposed finished product labelmg The CMC section providing
documentation-for the drug substances has been-updated and the revised copy is provided in
this submission. There have been no revisions made to the drug product documentation.

In accordance with 21 CFR 3 14.7l(b) this submission contains both an archu;al copy and a

review copy. The submission contains an application form FDA 356h. As requiréd by 21 CFR

- 314.71(b) a field copy of this submission has been provided to the Philadelphia District Office,

the home office of the NDA holder.

ORIGINAL




Dermik Laboratories, Inc. considers the information in this application to be confidential and -
proprietary and we request that no portions thereof be disclosed to third parties, under FOI or
otherwise, without first obtaining permission from Dermik Laboratories, Inc.

- p—

If you have any questions or comments regarding this submission, please contact me at (610)

office over the next six months to provide a successful review and approval of our application.

' . Sincerely, - - |
- Edward J.Smith T
- Manager CMC - o
Regulatory Affairs= .

Enclosures

cc: Debra Lv. Pagano ) .

Philadelphia District Pre-Approval Manager e

U.S. Food and Drug Administration )

Room 900, U.S. Customhouse L

2nd and Chestnut Streets _

Philadelphia, PA 19106-2973 .

N " APPEARS THIS WAY - -
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A RHONE-POULENC RORER COMPANY

' DERMIK LABORATORIES INC

Dedicated 10 Dermatology™

500 ARCOLA ROAD _

P.O. BOX 1200 T
COLLEGEVILLE, PA 19426-0107 :
TEL. 610-454-8000 : .

July 7, 2000
Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental
and Drug Products . o
Center for Drug Evaluation and Research NDA ORIG AMENDMENT

Office of Drug Evaluation V

Food and Drug Administration , : '

9201 Corporate Boulevard - l‘/’

Building No. 2, Second Floor, Room N115 = 5 B

Rockville, MD 20850 -
, 756

NDA No. 50- —

(1% clindamycin / 5% benzoyl peroxide)

Amendment to a Pending Application
Response to FDA Request for Information

Dear Mr. Wilkin:
Reference is made to a June 30, 2000 phone conversation Dermik’s Kimberley Forbes- _
McKean had with DDDDP Project Manager Kevin Darryl White during which Mr. White
requested the submission of a Safety Update Report to our NDA for BenzaClin™ (1%
clindamycin / 5% benzoyl peroxide) Topical Gel, ten (10) Desk- Copies of the CMC
Amendment submitted June 29, 2000, and an electronic copy of the BenzaCIln“"
Package Insert.

. {

- A Safety Update Report for NDA# 50-756, submitted October 26, 1998, covered the
period fronTApril 10, 1998, the date of the original submission, to October 20, 1998.
Since the time of the update, three Phase | comparative studies were conducted with
the DL-6021 (BenzaClin) formulation; a 14-day p. acnes reduction-study, and two, 10-
day repeat-insult patch test studies. All of the studies were completed, and the
information on these three studies was submitted in the annual report for tNDY ——
on February 9, 2000.

i 'di\’A
BEST POSSIBLE COP L

BenzaClin™ Topical Gel : —



Jonathan Wilkin- S July 7, 2000 " Page2

In respc.ase to Mr. White’s request, this submission contains a copy of Section (a) Study
Information from the IND Annual Report that includes a tabular summary of the three

~ studies, and a brief synopsis of each of the studies. The data generated do not

reasonably affect the statement of contraindications, warnings, precautions, and
adverse reactions included in the proposed draft labeling, version PI-7.-Therefore, no

_further revisions to the labeling, last revised January 15, 1999, arethdicated. An

electronic copy of the Package Insert, version Pl-7, is also included. No computer
viruses were detected when the disk was scanned using ———————— Software,
——~~ version 8.04.

Also, included in this 'EﬁﬁihiSSiOn are ten (10) copies of the requested CMC

- Amendmentz | e

We believe thls submission fully responds to Mr. White's request for |nformat|on If you
have any questions or require any additional information, pleasé contact me at (610)
454- 3027 .

Smcerely,

%C\,’V’Y\Q/?C /\,WW\TM\/

- James P. Thompson _ ,

Manager 7 - -

WorIdW|de Regulatory Affalrs , . —
JPTiwls

Enclosures

Ten(10) Desk Copies: Mr. Kevm Darryl Whlte M.B.A., .
Project Manager (June 29, -2000 BenzaClin CMC Amendment)'

APPEARS THIS WAY
ON ORIGINAL
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__TEL. 610-454-8000

DERMIK LABORATORIES' INC. A RHONE-POULENC RORER COMPANY

Dedicated to Dermatologs™ o

— - R s

500 ARCOLA ROAD - NSRS
P.O. BOX 1200 . ) .
COLLEGEVILLE, PA 19426-0107

August 4, 2000

Jonathan K. Wilkin, M.D., Director

Division of Dermatologic and Dental Drug Products (HFD-540)
Center for Drug Evaluation and Research

Food and Drug Administration o

9201 Corporate Boulevard

Building Np. 2, Second Floor, Room N1 15

Rockvnlle,,,MD 20850 - ’ 7 ) ) )

NDA 50-756 -
BenzaClin™ ~_
(clindamycin and benzoyl peroxide)

— CHANGE OF ADDRESS

Dear Dr. Wilkin: .

Reference is made to our New Drug Application for BenzaClin™ (clindamycin and benzoyl peroxide).

Please be advised that, effective August 16, 2000, Dermik Laboratories, Inc., the sponsor of the referenced —
NDA, will move from their Collegeville, Pennsylvama facility to a new faclhty in Berwyn, Pennsy lvama
Our new address is: .

Dermik Laboratories, Inc. E—

1050 Westlakes Drive .

Berwyn, PA 19312
Also, please be aware that during-a five-day period beginning Friday, Aygust:-11, 2000 and ending
Tuesday, August 15, 2000, Dermik’s office telephones and fax machine will be out of service. However,
Ms. Alina Zielinski, a Dermik representative, will be available for telephene calls at (610) 454-3033
and fax messages can be sent to (610) 454-5287
I wﬂl confinue to be the primary FDA contact person for Dermik. In addition, Alicia Cabrelli is also
authorized as a Dermik contact person. Her telephone number is (484) 595-2775 My new telephone
number 1s(484) 595-2795 and our new fax number i is (484) 595-2785.

If you have any questions regarding-our relocanon or the referenced apphcatxcm please feel free to contact
me at the above listed telephone number. A

Sincerely, | - o
Som® DoAY i
James P. Thompson N % IS l )

Manager Regulatory Affairs

&ES? poceipr =
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2! ' DERMIK LABORATORIES, INC. .

1050 WESTLAKES DRIVE - . o
BERWYN, PA 19312 - 5
_ 484-595-2700

Food and Dfiig Administration » g (/ '

NDA ORi& AMENDVENTS cep o

September 20, 2000 ‘SEP._?-@M_Y

Jonathan K. Wilkin, M.D., Director

Division of Dermatologic and Dental Drug Pl:oducté o
Center for Dfug Evaluation .
Office of Diug Evaluation V

9201 Corporate Boulevard
Building No. 2, Second Floor, Room N115
Rockville, MD 20850 , -

RE:  NDA 50-756 ]
BenzaClin™ Topical Gel
(1% clindamycin/5% benzoyl peroxide gel) —

Amendment to a Pending Application
Response to FDA Request for Information

Dear Dr. Wilkin: ) -

Reference is made to a September 19, 2000 telephone conversation between Dermik’s Mr. Edward Smxth
and DDDDP review chemist, Dr. James Vidra. During this conversation, Dr. Vidra informed Mr. Smith he - -
could not find any informationin —~ —  Drug Master File ~—— covering
the BenzaClin™ (clindamycin 1%/benzoyl peroxide 5% gel) Topical Gel ~~—

Included in this submission is a copy of a letter from ~——— ———————"—""7"_ to FDA authorizing
your review of their Type I DMF — for

-+ L=y~ -on behalf of Dermik
Labs. This DMF has information on __—~— in the BenzaClin™ by

—_—

If you have _gny qwjxestions or require any additional information, please contact me at 484-595-2795. -

Sincerely, "

QomenR. % poe o

James P. Thompson

%:ladg:;c}e chula-toryAﬁ'ai;s O R ' G [ N At :
Enclosure

- APPEARS THIS way
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') DERMIK LABORATORIES, INC. s

1050 WESTLAKES DRIVE - -
BERWYN, PA 19312
484-595-2700

‘October 17, 2000

~Jonathan Wilkin, MD, Director
Food and Drug Administration —
Center for Drug Evaluation and Research
Division of Dermatologic and Dental Drug Products (HFD-540)
9201 Corporate Boulevard
Building No. 2, Second Floor; Room N115 . S A,
Rockville, MD 228_5Q

NDA #50-756

BenzaClin™ Topical Gel -
_ (clindamycin 1% and benzoyl peroxide 5% gel)

Proposed Draft Labeling
Dear Dr. Wilkin:

~ Reference is made to our April 9, 1998 New Drug Application and subsequent amendments dated December
9, 1998, February 2, 1999 and March 26, 1999, containing, in part, CMC information for BenzaClin Topical
Gel (1% clindamycin and 5% benzoyl peroxide gel). Additional reference is made to a telephone _.__
conversation Mr. Kevin Darryl White, Sr. Regulatory PrO)ect Manager, DDDDP, had with Derrmk’s Ms.
Alicia Cabrelli on October 12, 2000.

During this conversation, Ms. Cabrelli informed Mr. White that Dermik would be proposing revised draft
labeling intended for the Division’s review at the October 16, 2000 Labeling Meeting. -

[

Attached for your review are the following documents:

Benzaélin Topic&i C;I ™ Label for the Jar (mock-up and clean copies)
‘BenzaClin Topical Gel™ Carton (mock-up and clean copies)

———— Vial Label (mock-up and clean copies)
A'memo detailing each revision made in the labeling submission included in the June 29, 2000

amendment. i

AN~

Thank you for your attention. Please contact me at (484) 595-2795 if you have'axi?fﬂestions.

Sincerely,

Sm@ m\ﬂ/\?“'ﬂ\) ~ APPEARS THIS way -

James P. Thompson - ON ORIGINAL
Regulatory Manager
Worldwide Regulatory Affairs

Encl. weol FUssIioLe Lury



e MEMORANDUM OF TELECONFERENCE

Date: May 13, 1998 o , -

Participants:
Dermik Pharmaceuticals, Inc. S
Ronald F. Panner; Senior Director, Worldwide Regulatory Affairs

Members from the Food and Drug Administration:
Michael Weintraub, M.D., Office Director, ODEV
Jonathan Wilkin, "M.D., Division Director, DDDDP, HFD-540

~ Mary Jane Wa;lhng, Associate Director, ODEV ( 7
Areta Kupchyk, Esq., General Attorney, OOCC, GCF-1 ~—|. N |
Kevin Darryl White, M.B.A., Pr03ect Manager, DDDDP, HFD-54(¥ j

Subject NDA 50-756 ——{clindamycin 1% amf’oenzoyl perox de 5% gel) Topical Gel

Mr. Panner was informed of the Agency’s intent to “refuse to file” (RTF) the‘above-mentioned
NDA application because all of the clinical studles supporting this application utilized —
manufactured by

'All ATP materials have been deemed “unreliable” and can not be used to support drug product
~ claims either directly or indirectly. i : B

The Agency advised Mr. Panner that Dermik still has time to withdraw the NDA before any
regulatory action (RTF) is exercised. Mr. Panner indicated that he would consider all of their
options and contact the Agency within a few days.’ T

NOTE: This application was received April 10, 1998, the filing date-s June 9. R

cc: -
" NDA 50-756 - -
CHFD-540 - - BEST POSSIBLE.COPY
HFD-105/Weintraub (via Teamlinks) N : -
GCF-1/Kupchyk (via Teamlinks)
s 1S/ sl

uene APPE
s L e
HFD-540/PHARM/Mainigi
HFD-880/BIOPHARM/Noory
HFD-540/BIOSTAT/Farr B
HFD-540/PROJ MGR/White o -

TELECONFERENCE MEMO



" REST PNCSIRLE COPY
)

MEMORANDUM OF TELECONFERENCE

Date: June 9, 1998

Members from Dermik Laboratories, Inc.
Ronald F. Panner, Senior Director, Worldwide Regulatory Affairs
James P. Thompson, Manager, Regulatory Affairs e
Kenneth Feld, Ph.D., Director, Research & Development, Dermlk
Kim A. Forbes- McKean Director, Regulatory Affairs & Project Mgmt
Gary Feiss, M.S., Senior Manager, Regulatory Affairs

Members {rom the Food and Dxtug Adminstration:

Jonathan Wilkin, M.D., Divison Director, DDDDP, HFD-540

Michael Weintraub, M.D., Office Director, ODEV, HFD-105

Robert DeLap, M.D., Ph.D., Deputy Office Director, ODEV, HFD-105

Mary Jane Walling, Assomate Director, ODEV, HFD-105 \ ™ o '
Kevin Darryl White, M.B.A., Project Manager, DDDDP, HFD-540" ' %

Subject: NDA 50-756 Fopical Gel \

This teleconference was convened to notify Dermik that the aforementioned
NDA application will be filed today (June 9). Although the application was
judged fileable, the review will be complicated by the fact that the NDA -—
referenced an application that is subject to the “Application Integrity Policy”
(AIP). A favorable action on the application will require sufficient information
without relying on the AADA that is subject to the AIP.

Deficiencies in this application will be determined during the review process.
Additional information needed to support the application will be identified for
the Applicant during this review cycle, and the Agency is committed to
forwarding information request letters to the Applicant in a timely matter as
needs emeérge from the review process. The Applicant was advised not to
undertake any significant resource expenditures on additional studies until
" further guidance from the review process is provided by the Agency.
The Applicant was reminded that withdrawing the applicationzand -
subsequently resubmitting it with new clinical data and CMGsinformation
utilizing an approved manufacturer of =" wasstilla
viable option. The Applicant indicated that the NDA would not be withdrawn at
this time, but they may reconsider this option later in the review cycle if it
appears that they will not be able to promptly supply the additional
information needed to support ‘the application, as identified-in FDA Information
Requests.

2.7




CC:

Orig NDA 50-756

HFD-540 __ ,

HFD-540/DIV DIR/Wilkin/6.10.98
HFD-540/MO/Huene ’
HFD-540/CHEM/Vidra
HFD-540/PHARM/Mainigi
HFD-880/BIOPHARM /Noory
HFD-540/BIOSTAT/Farr ,
- HFD-540/BROJ MGR/White/6.10.98
HFD-105/Weintraub
HFD-105/DeLap/6.10.98
HFD-105/Walling
HFD-001/Morrison

" TELECONFERENCE MEMO ---
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